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DETAILED ACTION 

Amendment Entry 

The amendment filed 23 November 201 1 is acknowledged and has been 
entered. Claims 1,3,6, 8, 9, 1 2-15, 1 7-1 9, and 24 remain in the case. 

Sequence Compliance 

As set forth in the prior Office action mailed 26 December 2007, this application 
contains sequence disclosures that are encompassed by the definitions for nucleotide 
and/or amino acid sequences set forth in 37 CFR 1 .821 (a)(1 ) and (a)(2). However, this 
application fails to comply with the requirements of 37 CFR 1 .821 through 1 .825 for the 
reason(s) set forth below or on the attached Notice To Comply With Requirements For 
Patent Applications Containing Nucleotide Sequence And/Or Amino Acid Sequence 
Disclosures. 

All disclosed sequences, e.g. all the sequences disclosed on Substitute 
Specification pages 4, 5, 7, and 9 and in currently pending claims 1,6, 15, and 1 7, are 
not listed in the computer readable form of the Sequence Listing currently of record in 
the application as required. The examiner would note that: the sequence disclosed in 
the specification and claims as SEQ ID NO: 3 is listed in the computer readable form of 
the Sequence Listing currently of record as both SEO ID NO: 3 and SEO ID NO: 4; and, 
the sequence disclosed in the specification and claims as SEO ID NO: 4 is not listed in 
the computer readable form of the Sequence Listing currently of record. A paper copy 
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of the Sequence listing, and an asserted computer readable form of the Sequence 
Listing, were indicated by applicant as filed on 27 May 2008. However, only the paper 
copy of the Sequence Listing filed on that date is of record and thus the reply filed on 27 
May 2008 has been found, upon further consideration, as not fully responsive to the 
prior Office action. Appropriate correction is required. 

Applicants are required to provide a substitute copy of the "Sequence Listing" in 
computer readable form, containing each of the sequences disclosed in the 
specification and the same in content as the paper copy of the "Sequence Listing", filed 
27 May 2008, as required by 37 CFR 1 .821 (e). If the copy of the sequence listing is 
filed electronically by EPS it should be filed as the ASCII text document of the Sequence 
Listing not the PDP document. Applicants must also provide a statement that the 
content of the paper and computer readable copies are the same and, where 
applicable, include no new matter as required by 37 CPR 1 .821 (e) or 1 .821 (f) or 
1 .821 (g) or 1 .825(b) or 1 .825(d). Pailure to comply with these requirements will result in 
ABANDONMENT of the application under 37 CPR 1 .821 (g). 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1 , 3, 8, 9, 1 7-19, and 24 are rejected under 35 U.S.C. § 1 1 2, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 
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In claim 1 and claims dependent thereupon, "said polyclonal antibodies that react 
specifically with" iso-enzyme lack antecedent basis because polyclonal antibodies 
raised against synthetic peptides are previously claimed and, thus, the interrelationships 
of the components and steps of the method are not clear. It is also noted that the 
format for the recitation of SEQ ID NO: 1 is internally inconsistent in that a "-" is not 
present between the Val and Ala residues. 

In claim 3, improper Markush language is used to claim the members of the 
group. The alternatives "selected from... or" or "selected from the group consisting 
of... and" are acceptable. 

In claim 17 and claims dependent thereupon, the interrelationships of the kit 
components are not clear because it is not clear which of the one or more antibodies 
are bound to a carrier or if all of the antibodies are bound to a carrier. 

In claim 18, the interrelationships of the components are not clear because it is 
not clear if both antibodies are to be bound to the same carrier and how this relates to a 
sandwich test kit. 

Applicant's arguments filed 23 November 201 1 have been fully considered but 
they are not deemed to be persuasive. Notwithstanding applicant's assertions to the 
contrary, applicant's amendments have not obviated rejections under this statute for the 
reasons set forth above. 



Claim Objections 
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Claims 1,3,6, 8, 9, 1 5, 1 7-1 9, and 24 are objected to because of tine following 
informalities: the sequence disclosed in the specification and claims as SEQ ID NO: 4 
is not listed in the computer readable form of the Sequence Listing currently of record. 

Claim 6 is objected to because of the following informalities: the claim would 
more clearly claim the subject matter which applicant regards as the invention if --kit-- is 
recited at line 1 , -wherein the polyclonal antibodies are purified- instead of "where the 
antibodies are" is recited at line 3, and -specifically bind- instead of "can recognize" is 
recited at line 9. 

Claims 12-15 are objected to because of the following informalities: it is noted 
that the format for the recitation of each of SEQ ID NOs: 2-5 in these claims are each 
internally inconsistent in that a "-" is not present between certain pairs of amino acid 
residues. Appropriate correction is required. 

Examiner's Remarks 

The following are presented for applicant's consideration upon bringing the 
application in compliance with the sequence rules. The examiner would suggest 
cancellation of claims 1 , 3, 6, 8, 9, 17-19, and 24 and addition of the following: 

-25. (New) A method for obtaining antibodies specific for human pancreatic 
elastase iso-enzymes comprising: 

immunizing a vertebrate animal with an immunogenic composition comprising a 
conjugate consisting of a non-elastase carrier protein and a peptide selected from the 
group consisting of 



Application/Control Number: 09/786,725 Page 6 

Art Unit: 1641 

NH2-A-V-K-E-G-P-E-Q-V-I-P-I-N-COOH (SEQ ID NO: 2), 
NH2-Y-T-N-G-P-L-P-D-K-L-Q-Q-A-R-COOH (SEQ ID NO: 3), 
NH2-G-P-L-N-C-P-T-E-D-G-G-W-O-COOH (SEO ID NO: 4), 
NH2-R-S-G-G-N-G-D-S-G-G-P-L-N-GOOH (SEO ID NO: 5), 
NH2-S-L-0-Y-E-K-S-G-S-F-Y-C00H (SEO ID NO: 15), 
NH2-F-G-C-N-T-R-R-K-P-T-V-F-T-C00H (SEO ID NO: 16), 
NH2-G-G-E-E-A-R-P-N-S-W-P-W-0-C00H (SEO ID NO: 10), 
NH2-S-S-S-R-T-Y-R-V-G-L-G-R-H-N-C00H (SEO ID NO: 11), 
NH2-K-D-W-N-S-N-0-I-S-K-G-N-D-C00H (SEO ID NO: 12), 
NH2-G-P-L-N-C-0-A-S-D-G-R-W-C00H (SEO ID NO: 13), and 
NH2-G-A-L-P-D-D-L-K-0-G-R-L-C00H (SEO ID NO: 14) 
to induce formation of antibodies in the immunized vertebrate animal; and 
separating and purifying the formed antibodies from the immunized animal to 

obtain polyclonal antibodies specific for human pancreatic elastase iso-enzyme; or 

fusing B-cells from the immunized animal with a myeloma cell line and selecting 

and cloning hybridoma cell lines to obtain monoclonal antibodies specific for human 

pancreatic elastase iso-enzyme. 

26. (New) The method of claim 25 wherein the vertebrate animal is selected 
from rabbits, guinea pigs, goats, chickens or fish. 

27. (New) The method of claim 26 wherein the vertebrate animal is a chicken. 
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28. (New) The method of claim 25 wherein the non-elastase carrier protein is 
selected from hemocyanin or albumin. 

29. (New) An isolated and purified polyclonal antibody specific for human 
pancreatic elastase iso-enzymes made by a method comprising: 

immunizing a vertebrate animal with an immunogenic composition comprising a 
conjugate consisting of a non-elastase carrier protein and a peptide selected from the 
group consisting of 

NH2-A-V-K-E-G-P-E-Q-V-I-P-I-N-COOH (SEQ ID NO: 2), 
NH2-Y-T-N-G-P-L-P-D-K-L-Q-Q-A-R-COOH (SEQ ID NO: 3), 
NH2-G-P-L-N-C-P-T-E-D-G-G-W-O-COOH (SEO ID NO: 4), 
NH2-R-S-G-G-N-G-D-S-G-G-P-L-N-GOOH (SEO ID NO: 5), 
NH2-S-L-0-Y-E-K-S-G-S-F-Y-C00H (SEO ID NO: 15), 
NH2-F-G-C-N-T-R-R-K-P-T-V-F-T-C00H (SEO ID NO: 16), 
NH2-G-G-E-E-A-R-P-N-S-W-P-W-0-C00H (SEO ID NO: 10), 
NH2-S-S-S-R-T-Y-R-V-G-L-G-R-H-N-C00H (SEO ID NO: 11), 
NH2-K-D-W-N-S-N-0-I-S-K-G-N-D-C00H (SEO ID NO: 12), 
NH2-G-P-L-N-C-0-A-S-D-G-R-W-C00H (SEO ID NO: 13), and 
NH2-G-A-L-P-D-D-L-K-0-G-R-L-C00H (SEO ID NO: 14) 
to induce formation of the antibodies in the immunized vertebrate animal; and 
isolating and purifying the formed antibodies from the immunized animal to obtain 
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the polyclonal antibodies specific for human pancreatic elastase iso-enzyme. 

30. (New) A diagnostic method for determining a disorder of pancreatic function 
in a human patient at risk for or suspected of having a disorder of pancreatic function 
comprising: 

providing one or more different purified polyclonal antibodies each elicited 
against an immunogenic composition comprising a conjugate consisting of a non- 
elastase carrier protein and one or more synthetic peptides selected from the group 
consisting of 

NH2-A-V-K-E-G-P-E-Q-V-I-P-I-N-COOH (SEQ ID NO: 2), 
NH2-Y-T-N-G-P-L-P-D-K-L-Q-Q-A-R-COOH (SEQ ID NO: 3), 
NH2-G-P-L-N-C-P-T-E-D-G-G-W-O-COOH (SEO ID NO: 4), and 
NH2-R-S-G-G-N-G-D-S-G-G-P-L-N-GOOH (SEO ID NO: 5), 
wherein said different antibodies are each specific for human pancreatic 
elastase; 

obtaining a sample of a bodily fluid or stool from the patient; 

reacting the sample with the one or more different purified antibodies to form 
specific immune complexes among the antibodies and human pancreatic elastase 
present in the sample; 

detecting an amount of the immune complexes to determine an amount of 
human pancreatic elastase in the sample, wherein the amount of human pancreatic 
elastase in the sample is indicative of pancreatic function in the patient. 
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31 . (New) The diagnostic metliod of claim 30 wlierein tine bodily fluid sample is a 
sample of serum, plasma, or pancreatic juice. 

32. (New) The diagnostic method of claim 30 wherein the sample is a stool 
sample. 

33. (New) The diagnostic method of claim 30 wherein at least two different 
antibodies are provided and the method is a sandwich enzyme linked immunosorbent 
assay wherein the sample is reacted with a solid phase carrier-immobilized at least one 
of the antibodies and a detectably-labeled at least different one of the antibodies. 

34. (New) A diagnostic kit for determining a disorder of pancreatic function or 
determining mucoviscidosis in a human patient comprising: 

one or more different purified polyclonal antibodies each elicited against an 
immunogenic composition comprising a conjugate consisting of a non-elastase carrier 
protein and one or more synthetic peptides selected from the group consisting of 
NH2-A-V-K-E-G-P-E-Q-V-I-P-I-N-COOH (SEQ ID NO: 2), 
NH2-Y-T-N-G-P-L-P-D-K-L-Q-Q-A-R-COOH (SEQ ID NO: 3), 
NH2-G-P-L-N-C-P-T-E-D-G-G-W-O-COOH (SEO ID NO: 4), and 
NH2-R-S-G-G-N-G-D-S-G-G-P-L-N-GOOH (SEO ID NO: 5), 
wherein said different antibodies are each specific for human pancreatic 
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35. (New) The diagnostic kit of claim 30 for performing a sandwicli enzyme 
linked immunosorbent assay wherein the kit comprises at least two different antibodies 
and wherein at least one of the antibodies is solid phase carrier-immobilized and at 
least one different of the antibodies is detectably labeled. 

Remarks 

The art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

Sziegoleit et al. (Clin. Biochem. 22: 79, 1989) teach elicitation of polyclonal 
antibodies to purified enzyme in several animal species, including rabbits ,and the 
enzyme preparation used would inherently have been a mixture of at least the elastase I 
isoforms (i.e. elastases IIIA and NIB), comprising some of the peptides as instantly 
claimed. The reference teaches a sandwich enzyme-linked immunosorbent assay for 
diagnosis of pancreatitis or pancreatic cancer by determining pancreatic elastase 1 
using the polyclonal antibodies. 

Scheefers et al. (U.S. Pat. No. 5,622,837) teach determinations of pancreatic 
elastase 1 in serum and stool samples as indicative of pancreatic disease. The 
reference teaches determinations with sandwich immunoassays involving antibodies, 
preferably monoclonal, elicited to different epitopes of the protein, including the use of 
antibodies specific for particular epitopes therein elicited by immunization with purified 
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enzyme or fragments thereof, as a sensitive alternative to radioimmunoassay. Tine 
referenced also teaches elicitation of polyclonal antibodies to purified elastase. 

Tani et al. (J. Biol. Chem. 263 : 1231, 1988) teach the amino acid sequences 
encoded by human elastase genes (see Fig. 9). The reference teaches that the 
sequence identified therein as elastase I is not expressed in human adult pancreas (see 
page 1231 , col. 2) and that the sequences identified therein as elastase III are human 
elastase I as known to the art (see page 1237, col. 2). 

Harlow et al. teach that, once the amino acid and/or nucleic acid sequences of a 
protein are known, it is routine and conventional in the art to elicit antibodies to peptides 
and/or fusion proteins derived from the protein and/or to prepare a bank of site-specific 
monoclonal antibodies for use (pages 72-77). Harlow et al. teach rationales for the 
selection of synthetic peptides as immunogens and suggest the carboxyl-terminal or 
amino-terminal peptide sequences or internal hydrophilic regions as desirable starting 
peptide immunogens (page 76). 

Geokas et al. (J. Biol. Chem. 252 : 61 , 1 977) teach an immunoassay for human 
elastase II in human serum and the elevation of the enzyme therein in individuals with 
acute pancreatic inflammation (see page 66, col. 2). 

Schneider et al. (Clin. Chem. 51: 1052, 2005) teach complications if antibodies in 
a human elastase detection assay bind to porcine elastases. 

The abstract of Weiss et al. (published variously in: J. Ped. Gastroenterol. Nut.; 
Pancreatology; and Pancreas) teaches that antibodies produced by the instant assignee 
(BIOSERV) and used in assays of stool elastase do not bind to all isoforms of elastase. 
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Further experimentation is tauglit as required by tine reference for one to assess tine 
specific differences and prognostic value of elastase isoforms in tine assessment of 
exocrine pancreatic insufficiency. 

Stein et al. (Clin. Chem. 42: 222, 1996) teach the clinical evaluation of the fecal 
elastase assay of Scheefers et al. (US 5,622,837). 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James L. Grun, Ph.D., whose telephone number is (571) 
272-0821 . The examiner can normally be reached on weekdays from 1 1 a.m. to 7 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark Shibuya, SPE, can be contacted at (571) 272-0806. 

The phone number for official facsimile transmitted communications to TC 1600, 
Group 1640, is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application, or 
requests to supply missing elements from Office communications, should be directed to 
the Group receptionist whose telephone number is (571 ) 272-1 600. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Examiner, Art Unit 1641 
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